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CLAIMS 

1. A method for inhibiting lAPP-associated amylbid deposits in a 
subject, comprising administering to said subject an effecti/e amount of an lAPP 
fibril inhibiting compound, or a pharmaccutically accept^le salt thereof such that 
said lAPP-associated amyloid deposits are inhibited. 

2. The method of claim 1 wherein said JAPP fibril inhibitmg compound 
is of the formula 

(R^NR2)q 
(W )k — V(C)n — (C)t — (Y)p 



r4 



R*= 



wherein k, t, p and q are independently 0 or I ; n is an integer from 0 to 3; C is a 
carbon; N is a nitrogen; W is hydrogen or an anionic group at physiological pH; Y is 
an anionic group at physioiogi^ pH; and are independently hydrogen, alkyl, 
an anionic group at physialDEncai pH, or R' and R-, taken together with the nitrogen 
to which they are attached, iOiay form an unsubstituted or substituted heterocycl 
having from 3 to 7 atoms /n/xhe heterocyclic ring; R^ is hydrogen, halogen, thiol or 
hydroxyl; R\ R^ and R^are independently hydrogen or halogen; and A is hydrogen 
or Ci to Cfi alkyUyor^^il^h^iaTaceuTjcally acceptable ester, acid or salt thereof 

3. TJ^^/f^ethod of cjaim 2, wherein said lAPP fibril inhibiting compound 
is selecfted froirf thef^group cemsisting of 3-(3-hyd^oxy-l-p^opyl)amino-l- 
propanesulfonic acidJ0L-2-amino-5-phosphovaieric acid; 4-Phenyl-l-(3*- 
suifopropyl)-l52/j<o-tetrahy^ cyclohexylsulfamic acid; O-phospho-Z,- 

serine; hex^fKioroglutaric acid; 8-methoxyquinoIine-5-sulfonic acid; 3-amino-2- 
hydrC5cy-l-prdpanesuIfonic acid; and 3-dimethyiamino-l-propanesulfonic acid, and 
pharmaceuticpUy acceptable salts thereof. 
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4. The method of claim 1 wherein ^id lAPP fibril inhibiting compound 
is of the formula 



10 



(A" 



Rl4 

I 



Rfl3 

(CHfp 

felO fell 
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wherein C is a carbon; N is a niiDogen; H is a hydrogen; A', A% A"*, A**, A^ and A^ are 
independently alkyl, O, S, or -l)fH; m and n (for each individual A group) are 
independently 0 or 1; p, q ancyl are independently 0, 1, or 2; R', R^ R^ R^^ R' \ R*^ 
and each R*"* are independently hydrogen, alkyl, alicyciyl, heterocycyl or aryl, each 
R^^ is independently hydrogen, alkyl, alicyclyl. heterocycyl, aryl or an anionic group, 
and adjacent R groups (e.E^, R' and R**) may form an unsubstituted or substituted 
cyclic or heterocyclic ring. 

5. The metlpd j^fc^im 4 wherein said compound is 1,2,3,4- 
tetrahydroisoquinolineJ 

6. The4nathocK)f claim 1 , wherein said lAPP fibril inhibiting compound 
is administered in vitfoyor ex vivo. 

7. Ahe method of claim 1, wherein said subject has lAPP-associated 
amyloid deprfsit^iy p^mtfeatic^islets 

8. /A^ethod for inhibiting lAPP fibrillogenesis in a subject, comprising 
administeriiig to s/iid subjeJct an effective amount of an lAPP fibril inhibiting 
compound, \r a ijpiann^eutically acceptable salt thereof, such that LAPP 

iniubited. 

le method of claim 8, wherein said lAPP fibril inhibiting compound 



<^a mi 
fibrillogenesis is/inKibited. 
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is administered m vitro or ex vivo. 

10. A method for reducing lAPP-assoc/ated amyloid deposits in a subject 
having lAPP-associated amyloid deposits, the m/ihod comprising administering to 
said subject an efTective amount of an lAPP fib/il inhibiting compound, or a 
pharraaceutically acceptable salt thereof, suchyfhat said lAPP-associated amyloid 
deposits are mhibited. 

1 1. The method of claim 10 whei/ein said lAPP fibril inhibiting compound 
is of the formula 



(W )k — fAlrr/- (C)n — (C)t — (Y), 



r4 



wherein k, m, t, p and q are independently 0 or 1; n is an integer from 0 to 3; C is a 
carbon; N is a nitrogen; W is hydriogen or an anionic group at physiological pH; Y is 
an anionic group at physiologic^ pH; R* and are independently hydrogen, C| to 
C4 alkyl, an anionic group at physiological pH, or R^ and R^, taken together with the 
nitrogen to which they are attaehepkfnaV form an unsubstituted or substituted 
heterocycle having from 3 to 7/atoms infthe heterocyclic ring; R^ is hydrogen, 
halogen, thiol or hydroxyl; and^R^ are independently hydrogen or halogen; 

and A is hydrogen or C| ta (t^ alkyl/or a pharmaceutically acceptable ester, acid or 
salt thereof. 

12. The metnod of^JaSm 1 1 , whirein said I AFP fibril inhibiting 
compound is selected fipiJ^e group consisting of 3-(3-hydroxy-l-propyi)amino-l- 
propanesulfonic acid; DL42-amino-5-ph6sphovaleric acid; 4-Phenyl-l-(3'- 
sulfopropyI>l,2,3,6-tetrah^dropyridi/^^ cyclohexylsuifamic acid; O-phospho-L- 
serine; hexafluoroglutaric acid; 8-methoxyquinoiine-5-suifonic acid; 3-amino-2- 
hydroxy- 1 -propanesulfonic acid; and 3-dimethylamino-I-propanesulfonic acid, and 
pharmaceutically acceptable salts thereof. 
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13. The method of claim 10 wherein said lAPP fibril inhibiting compound 
is of the formula 



10 



» R13 



R«2 



wherein C is a carbon; Mis a nitrogen; H is a hydrogen; A\ A^, a\ A"*, A^ and A'' are 
independently alkyi, o/s, or -NH; m and n (for each individual A group) are 
1 5 independently 0 or 1; *, q and 1 are independently 0, 1, or 2; R\ R\ R^ R'^ K'\ R'^, 
and each R'"* are indpAendentiy hydrogen, alkyl, alicyclyl, heterocycyl or aryl, each 
R'^ is independemly /hydrogen, alkyl, alicyclyl, heterocycyl, aryl or an anionic group, 
and adjacent R groups /(e.g., R^ and R*) may form an unsubstituted or substituted 
cyclic or heprocyaic/ring. 

20 14./ ThdJnethod of claim 13 wherein said compound is 1,2,3,4- 

tetrahydro soqu^oline. 

e metho<^ of claim 10, wherein said lAPP fibril inhibiting 
is adiJiinistenM in vitro or ex vivo. 

he rriethod of claim 10, wherein said subject has lAPP-associated 
25 amyloid deji^osft^/m pancreatic islets. 

17. /I A method for inhibiting amyloid deposits in a subject, comprising 



15 

compounc 
16 



adminisiefing 



to said subject an effective amount of a compound of the formula 
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(W)k — (A)^ - (C)^ (C)t — (Y), 



r6 
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wherein k, m, t, p and q are independents 0 or 1 ; n is an integer from 0 to 3, C is a 
carbon; H is a hydrogen; W is hydrogerf or an anionic group at physiological pH; Y 
is an anionic group at physiological pM; R' and are independently hydrogen, C| to 
C4 alkyl, an anionic group at physiological pH, or R^ and R^, taken together with the 
nitrogen to which they are attached./may form an unsubstituted or substituted 
heterocycle having from 3 to 7 atorfis in the heterocyclic ring; R^ is hydrogen, 
halogen, thiol or hydroxyl; R^ R\/and R^ are independently hydrogen or halogen; 
and A is hydrogen or C| to aildyl; or a pharmaceutically acceptable ester, acid or 
salt thereof, such that said amylqid deposits are inhibited. 

18. The method of c/aim 17, wherein said lAPP fibril inhibiting 
compound is selected from the/group consisting of 3-(3-hyd^oxy-l-propyI)amino-l- 
p^opanesulfonic acid; DL-2-amj«fo-5-iA^ acid; 4-Phenyl-l-(3*- 
sulfopropyl)-l,2,3,6-tetrahyd^pyridiAe; cyclohexylsulfamic acid; O-phospho-L- 
serine; hexafluoroglutaricidid; 8-^ethoxyquinoline-5-sulfonic acid; 3-aniino-2- 
hydroxy-l-propanesulfonic/achd; and 3-dimethylamino-l-propanesulfonic acid, and 
phamiaceutically acceptabt^alts thereof 



19. 



A met 



administering to said 



r inhibiting amyloid deposits in a subject, comprising 
ubjject an e^P&ctive amount of a compound of the fomiula 
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wherein C is a carbon; N is a 
independently alkyl, O, S 
independently 0 or I ; p, q 
and each R*"* are indepen 
R" is independently hydj 
and adjacent R groups ( 




in; H is a hydrogen; a\ A', A"^, A"^. A^ and A^ are 
f; m and n (for each individual A group) are 

idependently 0, 1, or 2; K\ R\ R\ R»^ R", R'^ 
hydflogen, alkyl, alicyclyl, heterocycyl or aryl, each 

cyl, alicyclyl, heterocycyl, aryl or an anionic group, 
and R^ may form an unsubstituted or substituted 



cyclic or heterocyclic rini 

20. The method of claim 19 wherein said compound is 1,2,3,4- 
tetrahydroisoquinoline. 

21 . An lAPP fibril inhibiting compound as defined in any one of claims 1 

to 5, or a pharmaceutically acceptable salt thereof, for use in inhibiting lAPP- 
associated amyloid deposits in a subject. 

22. Process for the preparation of cells suitable for transplantation into a 
mammal, which cells are capable of forming amyloid deposits, said process 
comprising contacting the cells in vitro with an inhibitor of amyloid deposit 
formation. 

23. Process according to claim 22 wherein said inhibitor causes 
breakdown of amyloid deposits, the deposits having been formed by said cells prior 
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24. Process according to claim 22 or clain^JLi-ifl-^^ 
cu ltured in t he^pnef; ejice or ine-mtntTTto r . 

25. Process according^any one of claims 22 to 24 wherein the inhibitor 
is a compound as defined in clajm 2. 

26. Process dLCComyf^o any one of claims 22 to 24 wherein the inhibitor 
is a compound as defmed i/n cj^mn 4. 



27. Process according to any one of claims 22 to 26 wherein the inhibitor 



IS 



(i) 



(ii) 



3-(3-hydroxy-l -propyl) amino- 1- propanesulfonic acid 
HOCH:CH3CH,NHCH,CH,CH3S03H, 
)L-2-amino-5-phosphovaleric acid 



(iii) 



(V) 




(iv) Cyclohexylsulfamic acid 



O-Phospho-L-serine 




10 (vii) 



15 



S-methoxyquinoline-5-suifonic acid 

SO3H 




OCH3 



(viii) 4-phenyI-I- (3'-sulfopropyl)- 1, 2, 3, 6 - tetrahydropyridine 



20 





(ix) 3-amino-2-hydroxy- 1 - props nesulfonic acid 
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(x) 3-dime;Jty'^n^'no-i-propanesulfonic acid 

Me,NCH,CH,CH2SO.,H; 

or a^ssrtt thereof. 

28. Process according to any ofne of claims 22 to 27 wherein the cells are 
islet, liver, muscle, kidney, neuronal orystem cells. 

29. Process according to a/iy one of claims 22 to 28 wherein the cells are 
human, primate, rodent, rabbit, ovirye, porcine, feline or canine cells. 

30. Process according p any one of claims 22 to 29 wherein the amyloid 
deposits comprise islet amyioid^(5Rpeptide, AP peptide (involved in Alzheimer's 
disease), prion protein, immu/i^glqoulin light chain, amyloid A protein, transthyretin, 
cystatin, p2-microglobulin,ydg(6l>^oprotein A-1, gelsolin, calcitonin, atrial natriuretic 

r fibrinogen. 

to any of claims 22 to 30 wherein the cells are islet 
human islet amyloid polypeptide. 

^ 32. A cultur^ mediijmor.axiilti ii: <^4R€ dium pre qtnix which"c<Dmpri&es-aa- 
.^nl^it^iinr nr rrYm^rmTTfrArdftfinfiH in any one of claims 2, 4, 22 or 27. 

33. A culture of cells in whiczfh the culture medium is as defined in claim 



factor, lysozyme variants, 

3 1 . Process ai 
cells and the deposits co 



)rdi 




A culture accordj4g to claim 33 in which the cells are islet cells. 
Ex vivo cc 




36. Ex vivo cells according tojJaim''35wherein said cells are in a 
preparation that comprises^^a-illlubitor or compound as defined in any one of claims 
2, 4, 27jor-^32^ 
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37. Ex vivo cells according lo claiD^ 35 or claim 36, wherein the cells are 
genetically modified. 

38 ELx vivo cells according tcyclaim 35. 36 or 37 for use in a method of 
treainient of the human or animal bod\^:>y therapy. 

39. Ex vivo cells accord ir 
method of treaiins diabetes. 



40. Ex vivo cells 
type I or type II diabetes, AIz! 
primary or secondary syste 
senile systemic amyloidosi 
related amyloidosis, Finni 
thyroid, atrial amyloidosi, 
amyloidosis. 




claim 38 which are islet cells for use in a 



to claim 38 for use in a method of treating 
s disease, a spongiform encephalopathy, 
osis, familial amyloidotic polyneuropathy, 
cerebral amyloid angiopathy, haemodialysis- 
Qitarv' amyloidosis, medullary carcinoma of the 
sozvme amvioidosis- or fibrinoeen a-chain 




4 1 . •Ar-phaimaceutical composition comprising a cell according to claim 
35, 36 or 37 and a pharmaceuticaTTy^SD^eptably carrier or diluent. 

42. Use of an inhiMmr as defined in any one of claims 2, 4, 22 or 27 in 
the manufacture of a mediaBme^tJor inhibiting amyloid deposit formation by, or 
breaking amyloid deposits^^Kvi^^ a transplanted cell preparation. 

43. "J^^^i^sel for containing a culture of cells, which vessel is coated with 
an inhibitor or compounlhas^efined in any one of claims 2, 4, 22 or 27. 

44. A kit for culturing cells^c&mposing a culture medium or culture 
medium pre-mix as defined in claim 32 or a vessel as defhtedin claim 43. 

44. Use of an antibody that bi/ds an inhibitor or compound as defined in 
claim 2, 4 or 27, or of a fragment of saLfl antibody that retains the ability to bind the 
said inhibitor or compound, to identifiy a substance that can be used to prepare cells 
for transplantation in a process according to claim 22 or 23 . 

46. "Method of identifying an inhibitor that can be used to prepare cells for 
transplantation in a process^a&cGi^ing to claim 22 or 23, comprising contal:ting a 
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ndidate substance with a mammalian cell and determining whether the candidate 
inhibits the formation of fibrils or causes the breakdown of fibrils, (i) the 
inhibition of formation of fibrils or (ii) the breakdown of fibrils, indicating that the 
substanceus an inhibitor that can be used in said process. 

47. \ Method of identifying an inhibitor that can be used to prepare cells for 
transplantation rn a process according to claim 22 or 23, comprising contacting a 
candidate substance with a protein capable of forming fibrils, or with a fibril, and 
determining whether yie substance inhibits the formation of the protein into a fibril, 
or whether the subs tancte causes the breakdown of the fibril, (i) inhibition of fibril 
formation or, (ii) the brea^own of fibrils, indicating that the substance can be used 
in said process 

48 A method according to claim 46^or 47 wherein the mammalian cell is 
any of the types of cells defined in claim 28,^9 or 3 1, or the fibrils comprise a 
protein as defined in claim 30 or 31. 

49. A inhibitor identified by t^e use or method of any one of claims 45 to 

48. 

50. A process, culture medium, culture medium pre-mix, culture, ex vivo 
cells, pharmaceutical composition^se, vessel or kit according to any one of claims 
22 to 44 wherein the inhibitor §&i ilnhibitor as defined in claim 49. 

5 1 . Method of innibftins fibril formation by, or breaking fibrils down in, a 
transplanted cell preparation cJ>mmsing administering an inhibitor or compound as 
defined in any one of claims d,X, 22^27 or 49 to a patient who has received a 
transplant of cells as defin :dfm claim 65, 36 or 37. 

52. Use of a cog^pound/as defined in any one of claims I to 5 in the 
manufacture of a medicairffejiU/for inhibiting lAPP-associated 2imyloid deposits in a 
subject 



